Background: An ideal tumor marker should be capable of being detected at any stage of the disease. However, gastric cancer patients do not always have elevated serum carcinoembryonic antigen (CEA) levels, even in advanced cases. Recently, several studies have investigated the associations between preoperative PNI and postoperative long-term outcomes. In this study, we focused on the significance of the prognostic nutritional index (PNI) as a potential predictor of survival in resectable gastric cancer patients with normal preoperative serum CEA levels. Methods: We retrospectively conducted cohort study to evaluate the PNI as a predictor of survival in 368 resectable gastric cancer patients who underwent potentially curative gastrectomy at our institute between January 2010 and December 2016. We selected 218 patients by propensity score matching to reduce biases due to the different distributions of co-variables among the comparable groups.
Background
In recent years, there has been increasing concern regarding the association between the systemic inflammatory response and survival in patients with various types of cancer [1] [2] [3] . In addition, the systemic inflammatory response has attracted considerable attention as a unique prognostic factor independent of conventional tumor markers [4, 5] . Most tumor markers are produced by tumor cells. However, systemic inflammation involves biochemical reactions in response to cancer cell secreted inflammatory cytokines [6] . Cancer-related inflammatory changes induced by hypercytokinemia can be indirectly evaluated using multiple assessment tools (e.g., Glasgow prognostic scores, neutrophil-to-lymphocyte ratios, and lymphocyte-to-monocyte ratios) [7, 8] . Several studies have investigated the associations between preoperative nutritional status, cancer-related inflammation, and postoperative long-term outcomes. However, there is little data on the impact of longterm outcomes in patients undergoing curative laparoscopic gastrectomy for gastric cancer.
An ideal tumor marker should be capable of being detected at any stage of the disease. However, a diagnosis of cancer cannot be made on the basis of tumor markers alone, because the majority of tumor markers lack sufficient sensitivity and specificity. Moreover, in clinical practice, it is not unusual to examine the normal range of tumor markers, even in patients with advanced cancer. Therefore, the establishment of an independent and complementary prognostic indicator other than conventional tumor markers is of great clinical significance. The prognostic nutritional index (PNI) was originally reported as a nutritional assessment tool for predicting the risk of operative morbidity and mortality after gastrointestinal surgery. Only recently has it been identified as an indicator of cancer-related systemic inflammation [9] .
In this study, we examine the utility of the PNI as a predictor of survival in the propensity score matched gastric cancer patients with normal preoperative serum carcinoembryonic antigen (CEA) levels.
Methods

Patients
We retrospectively reviewed a database of medical records from 368 consecutive patients who had undergone potentially curative gastrectomy with R0 resection for histologically confirmed gastric adenocarcinoma at our institute between January 2010 and December 2016. We performed propensity score matching using R version 3.1.3 software to reduce biases due to the different distributions of covariables among the comparable groups; grouping variable was depth of tumor, lymph node metastasis, and pathological stage.
R0 resection was defined as a complete resection without any microscopic resection margin involvement. Laparoscopic or laparoscopy-assisted gastrectomy was performed in all patients. The extent of gastrectomy and lymph node dissection was in accordance with the Japanese Gastric Cancer Treatment Guidelines (Version 3) [10] . The patients' clinical characteristics, laboratory data, treatment, and pathological data were obtained from medical records. Among the patients with gastric adenocarcinoma, 166 had normal preoperative serum CEA levels (< 5 ng/ml).
All participants provided informed written consent. This study's retrospective design was approved by the Institutional Review Board Committee and was in accordance with the Helsinki Declaration.
Preoperative nutritional parameters
All laboratory data used for calculating preoperative nutritional parameters were obtained within 1 week before surgery. The following items were selected as concise constitutional evaluation methods: body mass index (BMI) = body weight (kg)/height (m 2 ) and the PNI = 10 × serum albumin (g/dl) + 0.005 × total lymphocyte count (/mm 3 ) in peripheral blood [9] . A receiver operating characteristic curve of the preoperative PNI was generated for the multiple logistic regression analysis of cancer-specific survival (CSS). The Fig. 1 Receiver operating curves for post-operative survival were plotted to verify the optimum cut-off value of PNI for cancer-specific survival area under the curve estimation method was used to assess the ability of the PNI to predict CSS. The optimal cutoff value of the PNI was set at 44.3, based on the 5-year postoperative CSS ( Fig. 1) (sensitivity, 73.3%; specificity, 52.2%; and area under the receiver operating characteristic curve, 0.593). Patients were stratified into a high or low preoperative PNI group based on the cutoff value.
Tumor staging
The pathological classification of the primary tumor, degree of lymph node involvement, and presence or absence of organ metastasis were determined according to the 7th edition of the American Joint Committee on Cancer TNM classification system [11] .
Statistical analyses
Quantitative variables were expressed as means ± standard deviation, while qualitative variables were expressed as numbers and percentages. Differences between the groups were evaluated using the Student's t-test. Comparisons between non-normally distributed continuous variables among the three groups were performed using the Kruskal-Wallis test. Differences between the categorical variables were analyzed using the Chi-square test. CSS was calculated using the Kaplan-Meier method and compared by the logrank test. CSS was defined as the time interval between the date of gastrectomy and the date of death from any cause, cancer-specific death, or withdrawal of consent. Univariate analysis was performed to identify factors associated with CSS. Variables with a p < 0.05 in the univariate analysis were subjected to multivariate analysis using a Cox proportional hazards model to determine independent prognostic factors. Potential prognostic factors included age (< 70 vs. ≥ 70 years), sex (female vs. male), BMI (< 18.5 vs. ≥ 18. All statistical analyses were conducted using JMP software for Windows, version 11 (SAS Institute, Cary, NC, USA). All tests were two sided, and p < 0.05 was considered statistically significant.
Results
Associations between PNI values and clinicopathological characteristics in before and after propensity score matched patients
Associations between the PNI and clinicopathological characteristics of the entire cohort of 368 patients with gastric adenocarcinoma are summarized in Table 1 . Based on a PNI cutoff of 44.3, 109 patients (29.6%) were included in the low PNI group and 259 patients (70.4%) were included in the high PNI group. PNI values were significantly associated with age (p < 0.001), BMI (p < 0.001), white blood cell counts (p = 0.004), red blood cell counts (p = 0.004), tumor size and depth (p < 0.001), lymph node metastasis (p = 0.010), pStage (p < 0.001), intraoperative blood loss (p = 0.009), serum albumin concentrations (p < 0.001), and C-reactive protein levels (p < 0.001).
Among high PNI patients 78.2% (68/87) with stage II and stage III received adjuvant chemotherapy, whereas low PNI patients only 50.0% (32/64) with stage II and stage III received adjuvant chemotherapy.
After propensity score matching, depth of tumor, lymph node metastasis, and pathological stage did not differ significantly between the low and high PNI groups. Finally, 218 patients were selected for analysis. (Table 2 ).
Survival analysis stratified by the PNI in the propensity score matched patients
The Kaplan-Meier analysis and log-rank test demonstrated that patients with a low PNI value had a significantly poorer CSS than those with a high PNI value (p = 0.008; Fig. 3 ). Survival analysis stratified by the CEA in the propensity score matched patients
The Kaplan-Meier analysis and log-rank test demonstrated that propensity score matched 52 gastric cancer patients with a high serum CEA levels had a significantly poorer CSS than 166 patients with a low CEA levels (p = 0.029; Fig. 4 ).
Associations between PNI values and clinicopathological characteristics in the propensity score matched patients with normal preoperative serum CEA levels
Associations between the PNI and clinicopathological characteristics of the 286 patients with normal preoperative serum CEA levels are summarized in Table 3 . Based on a PNI cutoff of 44.3, 79 patients (27.6%) were included in the low PNI group and 207 patients (72.4%) were included in the high PNI group. PNI values were significantly associated with age (p < 0.001), BMI (p = 0.003), white blood cell counts (p = 0.009), red blood cell counts (p = 0.021), tumor size (p < 0.001), tumor depth (p = 0.001), lymph node metastasis (p = 0.032), pStage (p = 0.001), serum albumin concentrations (p < 0.001), and Creactive protein levels (p < 0.001).
After propensity score matching, depth of tumor, lymph node metastasis, and pathological stage did not (Table 4) .
Survival analysis stratified by the PNI in the propensity score matched patients with normal preoperative serum CEA levels
The Kaplan-Meier analysis and log-rank test demonstrated that patients with a low PNI value had a significantly poorer CSS than those with a high PNI value (p = 0.011; Fig. 5 ).
Discussion
Diagnostic imaging modalities and several tumor markers, including preoperative ou. However, gastric cancer patients do not always have elevated serum CEA levels, even in advanced cases [12] . Moreover, serum CEA levels are more commonly used for postoperative surveillance. However, it cannot be expected to serve as a surrogate marker for cancer recurrence when the primary tumor exhibits normal serum CEA levels [13] . Therefore, in this study, we focused on the significance of the PNI as a potential predictor of survival in gastric cancer patients with normal preoperative serum CEA levels.
The PNI was initially developed to predict perioperative complications, such as anastomotic leakage, delayed tissue repair, and the length of postoperative hospital stay [9] . Recently, however, accumulating evidence suggests that the preoperative PNI could be a favorable prognostic factor and a more reliable assessment tool for the physiological status of cancer patients [14] [15] [16] . Albumin is a widely used nutritional parameter, and produced by hepatocytes and is regulated by proinflammatory cytokines, including inteleukin-1 (IL-1), IL-6, and tumor necrosis factor-α (TNF-α) that adversely affect catabolic metabolism. These proinflammatory cytokines are produced by the tumor itself or the host and play crucial roles in carcinogenesis, cancer progression, and neoangiogenesis [17, 18] . Similarly, lymphocytes are a fundamental component of the cytotoxic immune response that suppresses tumor cell proliferation and invasion via cytokine-mediated cytotoxicity [19, 20] . Hence, the PNI may represent a Table 3 Relationships between PNI and clinicopathological features in gastric cancer patients with normal serum CEA levels before and after propensity score matching (Continued) We demonstrated that a low preoperative PNI value was associated with age, BMI, white and red blood cell counts, a large tumor size, deep invasion, lymph node metastasis, an advanced pStage, lower albumin concentrations, and higher C-reactive protein levels, but not preoperative serum CEA levels. Our findings support the hypothesis that a low PNI value is indicative of chronic inflammation and malnutrition in patients with more aggressive or advanced cancers. In light of the significance of preoperative PNI values on survival, Kaplan-Meier analysis of the 368 patients in the entire cohort demonstrated that a low PNI value was associated with a significantly poorer CSS. In the multivariate analysis, a low PNI value was also confirmed to be a significant independent predictor of poor CSS. However, the precise mechanism underlying the association between PNI values and CSS has not been fully elucidated. On the other hand, several previous studies have reported that cancer patients experiencing postoperative complications generally have a poorer prognosis [21] [22] [23] . Because patients with a low preoperative PNI value are at a high risk of postoperative complications, the preoperative PNI value may affect both postoperative short-and longterm outcomes.
CEA is a glycoprotein attached to the surface of enterocytes, with a weight of 200 kDa and a role in programmed cell death and cell adhesion [24] . Although CEA is one of the most widely and frequently used tumor markers, especially in gastrointestinal cancer, its exact function in cancer screening, diagnosis, treatment decision-making, and postoperative surveillance remains poorly understood. Therefore, we evaluated the utility of the PNI as a predictor of survival in gastric cancer patients with normal preoperative serum CEA levels. We revealed that a low preoperative PNI value was a comprehensive indicator of cancer-related inflammation and a poor nutritional status in patients with normal serum CEA levels. Furthermore, the multivariate analysis demonstrated that a low PNI value was independently associated with a poor prognosis. These findings reflect the widely accepted hypothesis that the long-term outcome of cancer patients is not determined by tumor characteristics alone, but is also associated with cancer-related inflammation and malnutrition. In addition, several studies have reported that feasibility of adjuvant chemotherapy was defined by perioperative nutritional condition. Similarly, our result showed the ratio of feasibility of adjuvant chemotherapy is low in malnourished patients. Therefore, early pre-and post-operative nutritional support, through enteral feeds, early oral intake or intravenous feeding, has become an increasingly standard element of enhanced recovery care pathways following gastrectomy [25] .
The significance of the PNI in cancer patients has not been uniformly confirmed, because the optimal cutoff point for the PNI in predicting postoperative survival remains controversial [26] [27] [28] . Thus, one of the aims of our study was to elucidate the optimal cutoff point of the preoperative PNI for predicting CSS in patients with gastric cancer. Based on receiver operating characteristic curve analysis of the 368 patients who had undergone curative gastrectomy, we determined an optimal cutoff value for the PNI of 44.3. This was remarkably close to the standard value of 45, reported by Onodera et al. [9] , at which gastrointestinal anastomosis could be performed safely.
Our study has several limitations that need to be acknowledged. These include its uncontrolled and retrospective nature, single institutional design, relatively small sample size, and short follow-up period. Moreover, we excluded patients who had undergone neoadjuvant chemotherapy. Additionally, we focused on the preoperative PNI, but failed to evaluate dynamic changes in PNI values during the clinical course of the disease. Finally, the biological mechanisms associated with systemic inflammation and prognosis have yet to be elucidated. Therefore, further large-scale prospective studies are needed to determine the molecular mechanisms linking a low PNI value with a poorer prognosis in patients with gastric cancer.
Despite these limitations, we showed that a low preoperative PNI value is a potential independent risk factor for a poor prognosis in patients with gastric cancer, even in those with normal serum CEA levels. These results may be useful when considering the clinical decisionmaking process in gastric cancer patients with a low PNI.
Conclusions
In this study, we confirmed that the PNI was associated with the CSS of gastric cancer patients after curative gastrectomy. It is particularly noteworthy that a low preoperative PNI value is a potential independent risk factor for poorer CSS in patients with gastric cancer, even in those with normal serum CEA levels. The PNI is convenient, cost effective and readily available, it could act as a marker of survival in gastric cancer. We offer evidence to show that an accessible parameter like PNI can help clinicians detect signs of recurrence very early and effectively customize treatment regimens. 
